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Amendments to the Claims 

This listing of claims will replace all prior versions, and listings, of claims in this application. 
Listing of Claims 

Claim 1 (currently amended) An isolated polynucleotide encoding a variant human pregnane X 
receptor (hPXR) polypeptide or fragment thereof wherein the polynucleotide comprises the 
nucleotide sequence of SEQ ID NO: 1 12 and wherein the polypeptide or fragment thereof has 
an impaired transcriptional activity upon rifampicin treatment compared to a wild-type hPXR 
polypeptide . 

Claims 2-3 (cancelled). 

Claim 4 (previously presented). A vector comprising the polynucleotide of claims 1 . 

Claim 5 (previously presented). The vector of claim 4, wherein the polynucleotide is 
operatively linked to expression control sequences allowing expression in prokaryotic 
or eukaryotic cells. 
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Claim 6 (previously presented). A host cell genetically engineered with the polynucleotide of 
claim 1 . 

Claim 7 (previously presented). A method for producing a molecular variant hPXR protein or 
fragment thereof comprising 

(a) culturing the host cell of claim 6; and 

(b) recovering said protein or fragment from the culture. 

Claim 8 (previously presented). A method for producing cells capable of expressing a 
molecular variant hPXR gene comprising genetically engineering cells with the polynucleotide 
of claim 1. 

Claim 9 (withdrawn). A hPXR protein or fragment thereof encoded by the polynucleotide of 
any one of claims 1 to 3 or obtainable by the method of claim 7 or from cells produced by the 
method of claim 8. 

Claim 10 (withdrawn). An antibody which binds specifically to the protein of claim 9. 
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Claim 1 1 (withdrawn). The antibody of claim 10 which specifically recognizes an epitope 
containing one or more amino acid substitution(s) as defined in any one of claims 1 to 3. 

Claim 12 (withdrawn). A transgenic non-human animal comprising at least one polynucleotide 
of any one of claims 1 to 3 or the vector of claim 4 or 5. 

Claim 13 (withdrawn). The transgenic non-human animal of claim 12 further comprising at 
least one inactivated wild type allele of the hPXR gene. 

Claim 14 (withdrawn). The transgenic non-human animal of claim 12 or 13, which is a mouse 
or a rat. 

Claim 15 (withdrawn). A method of identifying and obtaining a hPXR inhibitor capable of 
modulating the activity of a molecular variant of the hPXR gene or its gene product comprising 
the steps of 

(a) contacting the protein of claim 9 or a cell expressing a molecular variant hPXR 
gene comprising a polynucleotide of any one of claims 1 to 3 in the presence of components 
capable ofproviding a detectable signal in response to drug metabolization, with a 
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compound to be screened under conditions to permit CYP3 A4- or CYP3 A7-mediated drug 
metabolization, and 

(b) detecting the presence or absence of a signal or increase of a signal generated from 
the drug metabolization, wherein the presence or increase of the signal is indicative for a 
putative inhibitor. 

Claim 16 (withdrawn). The method of claim 15 wherein said cell is a cell of claim 6, obtained 
by the method of claim 8 or is comprised in the transgenic non-human animal of any one of 
claims 12 to 14. 

Claim 17 (withdrawn). A method of identifying and obtaining an hPXR inhibitor capable of 
modulating the activity of a molecular variant of the hPXR gene product comprising the steps 
of 

(a) contacting the protein of claim 9 with a first molecule known to be bound by hPXR 
protein to form a first complex of said protein and said first molecule; 

(b) contacting said first complex with a compound to be screened; and 

(c) measuring whether said compound displaces said first molecule from said first 
complex. 
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Claim 18 (withdrawn). The method of claim 17, wherein said measuring step comprises 
measxiring the formation of a second complex of said protein and said compoimd. 

Claim 19 (withdrawn). The method of claim 17 or 18, wherein" said measuring step comprises 
measuring the amount of said first molecule that is not bound to said protein. 

Claim 20 (withdrawn). The method of any one of claim 17 to 19 wherein said first molecule is 
nifedipine, rifampicin or corticosterone. 

Claim 21 (withdrawn). The method of any one of claims 17 to 20 wherein said first molecule 
is labeled. 

Claim 22 (withdrawn). A method of diagnosing a disorder related to the presence of a 
molecular variant of the hPXR gene or susceptibility to such a disorder comprising 

(a) determining the presence of a polynucleotide of any one of claim 1 te-3-in a sample 
firom a subject; and/or 

(h) dntormining th e proaonc e of a protoin of claim 9 w herein presence of said 

polynucleotide is indicative of said disorder or susceptibility . 
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Claim 23 (withdrawn). The method of claim 22, wherein said disorder is cancer. 
Claim 24 (withdrawn). The method of claim 22 or 23 comprising PCR, ligase chain reaction, 
restriction digestion, direct sequencing, nucleic acid ampUfication techniques, hybridization 
techniques or immunoassays. 

Claim 25 (withdrawn). The method of any one of claims 22 to 24, further comprising 
administering to a subject a medicament to abolish or alleviate said disorder. 

Claim 26 (withdrawn). The method of any one of claims 22 to 25, further comprising 
introducing a functional and expressible wild type hPXR gene into cells. 

Claim 27 (withdrawn). A method for the production of a pharmaceutical composition 
comprising the steps of the method of any one of claims 15 to 21; and 

(c) synthesizing and/or formulating the compound identified and obtained in step (b) in 
a pharmaceutically acceptable form. 

Claim 28 (withdrawn). The method of claim 30, wherein said compound is a drug or prodrug 
in a form suitable for therapeutic appUcation and preventing or ameliorating the disorder of the 
subject diagnosed in the method of claim 22 or 23. 
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Claim 29 (withdrawn). The method of claim 27 or 28 wherein said compound drug or prodrug 
is a derivative of a medicament as defined in claim 25. 

Claim 30 (withdrawn). An inhibitor identified or obtainable by the method of any one of 
claims 15 to 21. 

Claim 3 1 (withdrawn). The inhibitor of claim 30 which binds specifically to the protein of 
claim 9. 

Claim 32 (withdrawn). Use of an oligo- or polynucleotide for the detection of a polynucleotide 
of any one of claims 1 to 3 and/or for genotyping of individual hPXR alleles. 

Claim 33 (withdrawn). The use of claim 32 wherein said oligonucleotide is 15 to 50 
nucleotides in length and comprises the nucleotide sequence of any one of SEQ ID NOS: 1 to 
165 or a complementary sequence. 

Claim 34 (currently amended). A primer or probe consisting of an oligonucleotide comprising 
tho nuol e otido s e qu e no e of SEP ID NO: 1 12 a fi'agment of the polynucleotide of claim 1 or a 
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fully c omplementary sequence thereof wherein said fragment comprises the nucleotide 
sequence of SEP ID N0:112 . 

Claim 35 (withdrawn). Use of an antibody for the detection of the protein of claim 9, the 
expression of a molecular variant hPXR gene comprising a polynucleotide of any one of claims 
1 to 3 and/or for distinguishing hPXR alleles comprising a polynucleotide of any one of claims 
1 to3. 

Claim 36 (previously presented). A composition comprising the polynucleotide of claim 1. 

Claim 37 (previously presented). The composition of claim 36 which is a diagnostic or a 
pharmaceutical composition. 



Page 10 of 15 



